Purpose: The purpose of this study is to assess the relationship between Clomifene citrate and retinal detachment in particular. Methods: a 42-year-old woman has developed bilateral retinal detachment after three courses of clomiphene citrate. A literature research for bilateral retinal detachment does not include this severe ophthalmologic complication. Conclusion: This is the first reported case of bilateral retinal detachment after treatment with clomiphene citrate. The caution is warranted in treating infertility patients with CC, and patient should be well informed of this side effect before prescribing this therapy by gynecologist.
Introduction
Retinal detachment, as well as central retinal artery occlusion, endophthalmitis, chemical burn is one of the most time-critically ocular emergencies that have been associated with various ocular and systemic conditions [1] . Although retinal detachment is a rare condition in fertility patients. Ovulatory disorders are common causes of subfertility and infertility in women of reproductive age. Several pharmacologic agents are available to induce or augment ovulation, but they have varying degrees of success. These medications include: clomiphene citrate (a selective estrogen receptor modulator), aromatase inhibitors, urinary and recombinant gonadotropins, gonadotropin-releasing hormone (GnRH) analogs and insulin-sensitizing agents. Clomiphene citrate (clomiphene citrate tablets USP) is the medication that is orally administered, it is non-steroidal ovulatory stimulant [2] and it was prescribed as an first-line treatment, because it's many advantages compared to other drugs for example: its low cost, relative ease of use and minimal side effects. The drug that was created in synthetic manner the hypothalamus to release more Gonadotropin releasing hormone (GnRH), which then prompts the pituitary to release more LH and FSH and thus increasing the stimulation of the ovary to begin to produce a mature egg. Adverse events reported during the clinical trial by Merrell Dow Pharmaceuticals Inc. involving 8029 anovulatory woman include ovarian enlargement 13.6%, vasomotor flushes 10.4%, abdominal-pelvic discomfort, distention, bloating 5.5%, nausea and vomiting 2.2%, breast discomfort 5.5%, visual symptoms 1.5%, headache 1.3% and abnormal uterine bleeding 1.3% [3] . The efficacy of clomiphene has been observed too early and about 50 years have passed since the first research has been done and has proven that clomiphene may induce ovulation estimated at about 75 percent of cases with amenorrheic problems [4] . The first endocrine event in response to a course of clomiphene therapy is an increase in the release of pituitary gonadotrophins followed by an increase in thrombogenic estradiol.
Case Report
An 42-year-old woman, gravida 0, is presented with primary infertility. She has irregular menses with dysmenorrhea. She has never used before oral or other types of contraceptives. In vitro fertilization was planned and ovulation induced by clomiphene citrate 50 mg. She has undergone one cycle of the treatment (for five days) for two months before, but she stopped in the second month on day 3. She develops visual disturbance symptoms on her right eye. These included floaters, flashes of light initially followed by sudden blurred vision and in just a few days she had complete loss of vision. She reported these symptoms to the general doctor, who advised her to visit an Ophthalmologist. Her visual acuity was 2/60 in her right eye. The visual acuity (with correction) was normal in her left eye. Intraocular pressure were; 8 mmHg in her right eye and 12 mmHg in her left eye. Both anterior segments were normal. The initial fund oscopic features was suggestive for retinal detachment. Ultrasound B scan and optical coherence tomography of the right fundus confirmed the diagnosis; Figure 1 (B scan) and Figure 2 (photofundus). She was referred for immediate management, but she neglected instructions from ophthalmologist. She continued to use the clomiphene and the dose was increased in further cycle to 100 mg. However, on the day 3 she developed also the sudden blurry vision on her left eye. The medication was stopped and she was referred to her ophthalmologist after visual acuity has dramatically worsened. Her visual acuity was 1/60 and intraocular tension was 10 mmHg. Fundus examination of her left eye showed retinal detachment that was documented by ultrasound B-scan and OCT; Figure 3 (B scan) and Figure 4 (photofundus). Systemic examination revealed no abnormalities.
Discussion
Retinal detachment is a medical emergency and remains the very important case of visual loss [5] . It is referred to separation of the neurosensory retina form the underlying retinal pigment epithelium [6] . Clinically, it presents with variable visual loss [7] . The exact pathogenesis of retinal detachment occurs following 3 basic mechanisms: a hole, break or tear in the neuronal layer as rhegmatogenous Retinal detachment is associated with various pathological diseases, including the following: congenital malformations, vascular disease, metabolic disorders, high myopia, trauma, tumors, degeneration, and abnormalities of vitreous [9] . However, retinal detachment is a rare condition in fertility patients. Thrombo-embolic complications have been reported in patients receiving clomiphene, including myocardial infarction, deep-vein thrombosis and central retinal vein occlusion [10] . There are only four known articles that describe visual problems with Clomifene citrate in fertility patients and those were published as case reports. Also, more spedifically there are found only two systematic reviews on the adverse effects of Clomifene, but described no visual changes. As far known, there are no published cases reports or studies that associate Clomifene citrate with irreversible blindness and retinal disorder or retinal detachment [11].
Conclusion
Retinal detachment is not often seen by gynecologists, but they should be aware of the condition in fertility patients undergoing induction of ovulation, especially with clomiphene citrate. We are not sure that clomiphene citrate causes retinal detachment, but in absence of other diseases we should have suspicion in this drug. It is very important to advise the patients, who are taking Clomifene citrate, to stop their treatment immediately when they encounter visual problems and they should visit an ophthalmologist for complete examinations. During our research we found one report on unilateral retinal detachment, but so far not one with bilateral retinal detachment. Therefore, it is highly recommended that patients, before starting the Clomifene citrate, undergo ophthalmologic examinations and equally important to do the following regular ophthalmic examina-
